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OTHOCHO 1360opa Ha Temara.

Pa3BMTMETO Ha akyllepckara Hayka W npakTuka npe3 nocfiegHuTe ToauHW € C
SICHO M3paseHa MNepuHaATONONMYHA HACOYEHOCT, C akKUEHT BbpXy OCUTypsiBaHE Ha
BbTpeyTpobHa cpeda, o6esneyaBalla HOPMasIEH pacTeX M pasBUTUE Ha nioja -
rapaHumMs 3a paxaaHe Ha 3[4paBO W Mb/IHOLEHHO AeTe. V3mexay NnepurHaTosiorMyHmuTe
npo6iemMy M3NbKBa €AuH, C O0co6eHa MeauUMHCKA W couuasiHa  3HAuYMMOCT -
NPeXaeBpeEMEHHOTO paxaaHe. [MpUUMHUTE 3@ HACOYEHVSIT HayyeH W MpakTUYecKu
MHTEpPec Mo TO3U BBLNPOC Ca MHOXECTBO, HO HSIKO/IKO ca Bogelwm: 1. CpegHarta 4yecToTa
Ha HeJOHOCEeHOCT B CBETA Ce 3aAbpXa AocTa roanHn 6e3 anHamuka - okono 11%. B no-
cnabo pasBuTMTE CTpaHM Ta pgoctura Ao 18%, kaTto BogellaTta npuuMHa 3a
NpPeXaeBpPeMEHHOTO paXkaaHe ca NepuHaTa/HUTe UHPeKUUn. 2. BbB BUCOKO pasBUTUTE
CTpaHM CblO AelicTBaT (hakTopu MNPEensTCTBaLLM, CHUXABAHETO Ha HeAOHOCEeHOCTTa
nog 6-7% a WMEHHO: HapacTBa Ha Bb3pacTTa Ha ObAewmTe Mailku; MalabHo ce
npunaraT MeToAMTe Ha acucTupaHa penpoaykuus; ysesnMyaBa ce 6posi Ha 6peMeHHUTe

C Ana6eT v meTabo/nmMTEH CMHAPOM M Ap. 3. He Ha mocrefHo MSCTO cnefpa Aa ce



oTbenexar W HapaCTHa/IMTe Bb3MOXHOCTM Ha CbBpEMeHaTa HeoHaTosorus,
nognomMaratia npexvBsBaHETO WM pas3BUTUETO [aXe Ha eKCTPEMHO Hespenu pgeua.
Cb3pgaBar ce OOLECTBEHM HACTPOEHWs, W3MCKBALUM BCE MO-HACTOATE/IHO OT Hac,
MeouuuTe, pesynTatHa pabota  Ha OGMOMIOTMYHUTE  TpaHMUM  Ha  MPEeXUBAEMOCT.
OnucaHnTe, a BEPOSATHO M MHOFO APYr1 MNPUYMHU e AbpXaT MpexaeBpeMeHHOTo
paxaHe owe Ab/M1 rogvHN BbB (PoKyca Ha HayyHuTe TbpceHus. OCO6eHO akTyasHu
ca MynTUANCLUMNANHAPHUTE MPOoyYBaHWA, OCBET/ISBALM NEPUHATONIOTNYHUTE Npobiemu
C MeToaMTE Ha pyHOameHTasHaTa 6uonorus, 6uoxmmusa, reHetTuka u gp. TakbB e U’
HacTOALWMAT TPyA, B KOWTO BogewmsaTt mscneposaten [-p WnunaHa Konesa-Kopkenua
nos3ea nomoLyTa Ha pasHoOpPOAEeH ekun OT cneuuanmctu (6rosiosu, Guoxumnum n ap.) u
pa3Hoo6pasHM 1abopaTopHO-MHCTPYMEHTAIHU METOAN Ha u3cnefBaHe, Bb3MOXHU
camMo B YH/BEpPCUTETCKMUTE HayyHU 6asu.

Hactoawara pauceptaumsa ,,PonAta Ha OKCUAATUBHUTE HapylweHus B
natoreHesara Ha nNpeXAeBPeMEHHOTO paxjaHe” pasrnexga pasHoMNoCoYHUTE
B/IMAHNA BbpXy OpeMeHHOCTTa Ha efuH naTtosiornyeH, o6uobuonornyeH geHOMEH,
KaKkbBTO Ca OKCUAATUBHUTE HapylweHus. [pencraBsd HU ce eavH MHOronaacToB
HayyeH npobnem, BnAWTall, pPa3HOCTPAHHOTO MNaTosIoNMYHO  Bb3AENCTBME  Ha
KACNOPOAHUTE W a30THUM paguvkannm B C/IOXHaTa M BCe Olle He Hamb/HO fACHa
nartoreHesa Ha NpexaeBpeMEHHOTO paxiaHe. Ka3aHOoTo AOTYyK onpefesnis Temara Ha
HacToswara pguceptauus, paspaboteHa oT [-p WivaHa Konesa-Kopkesnva, kato
aKTyaslHa M CbC 3HauMMa npakTnyecka CTOMHOCT. AKUEHTUTE Ha HacToAWMA HayyeH
Tpys ca: 1 OnucBaHETO Ha OTAesIHUTE BWAOBE KUC/IOPOAHM W a30THU pajuvkau,
TAXHOTO O6pasyBaHe, MaTO/IOMMYHO AeicTBMe U UHakTuBauus. 2. M3cnepBaHeTo Ha
aHTMOKCMaHTHaTa 3almTa y 6pemMeHHaTa xeHa: Cynepokcug gucMyTtasHa, v katasiasHa
aKTMBHOCT, TyTaTVOH W T[NyTaTMOH MepokcMaasHa akTMBHocT. 3. OnucaHveTo U
n3cnefBaHeTo Ha MapkeputTe Ha OKCUAATMBHMA CTpec Mo BpeMe Ha HopmasiHa U
YCNIOXXHEHA OPEMEHHOCT: HUTPUTWU, HUTPATW, NPOTEUH-KAPOOHUIHO CbAbpXaHue W
TOTa/leH aHTMOoKCuaaHTeH kanauuteT. 4. TpUNOXEHMEeTO Ha efleKTPOH napamMarHuTeH
pe30HaHC 3a OLEHKa Ha OKCUAATVMBHWUA CTaTyC Npu MpexaeBpeMeHHO paxaaHe. Tesn
TemMn ca passuTU cnes nNoAapobeH aHaM3  Ha  M3BECTHUTEe [0  MOMEHTa

NaToM3noNOrMYHN MeXaHn3MM, OTK/THYBALLM NPEXAEeBPEMEHHOTO pakiaHe.

O6eM Ha Tpyga. Auceptaumsata cbabpxa 176 cTpaHuuun. JintepatypHUAT 0630p
obxBauwja 47 cTpaHuum - 27% OT obwma obem, rnasa “Pesyntatn” e 40 cTpaHuum wm
22% oT obwma obem, nocnensaHo OT O6GCHXAaHe Ha pesynrartuTe Ha 26 cTpaHuuu.

KHuronucbT BKktouBa 277 3arnasud. OT Tax Ha kupwivua ca 25, kato 11 ca Ha



6bnrapckn astopu. LiutnpaHn ca 6 6barapcku astopu, Ny6nukysanu B nocnegHute 5
rogvHn. Cpepn Obarapckite ny6svkaumMm camo [Be ca MOCBETEHW Ha OKCUAATUBHUA
CTpec 1 aHTMOKCUAAHTHaTa 3awuTta - Temarta He e pa3paboTBaHa y Hac, olle rnoseye
npy 6peMeHHn xeHn. OT 14 ny6nukauumn Ha pycku e3rK CbLLOo caMo 2 ca MNOCBETEHN Ha
TO3¥ Npobnem. Temara 3a OKCUAATMBHUA CTPeC e 3acTbleHa Mo-LUMPOKO B ny6simkaLmm
Ha aHrMnckM M PpeHckn esnk, KaTo ca onucaHu Hag 85 m3TouHuka.  NonssaHarta
nnutepatypa € CbBpeMeHHa, kato 103 oT obwo 277 nybnukaumm (37%) ca oOT
nocnegHvute 5 roguHun. LintmpaHuTe yyxan AaHHU KOPEKTHO ca CBbp3aHW C MMeHarta Ha
aBToOpuUTE MM U NpU NpoBepka ce Hamupar B 6a3ute gaHHW. Moni3BaHETO Ha Pycku 1 aga
3anafHu esuka no3BOJIABa Ha AucepTaHTa fga Mnpoyyu OCBEH uTepaTtypata Ha
aHrNACKM N MHOXECTBO CTaTuK, Ny6/IMKYBaHW BbB (PPEHCKM M PYCKN U34aHUS.
Pesyntatute ca onucaHy nogpobHO, Kato npaBWHO € HabnerHato Ha
rpaoMyHOTO nNpefcTaBsAHe Ha pesy/nTature, oTpaseHn B 52 uBeTHW  dwmrypw,
NNICTpUpaLLM OaHHW, M3HeceHn B 16 Tabnvun. B TpuTe npuioxeHWs ca n3BefeHn
nonssaHara ,AHKeTHa kapTta’, ,bnaHka 3a WIHtopmupaHo cbrnacue” mn ,Ckop Ha
Papiernik”, onuceall, pucka oT NpexaeBpeMeHHO paxaaHe. ABTopediepaTbT € B 06em
OT 68 cTpaHMUM W € CTPYKTypupaH Ccbobpa3HO M3NCKBaHUATa. Toii oTpassBa
npaBgonoAo6HO WM Mb/JHO MPOBEAEHOTO MNpOyyYBaHe C HanpaBeHuTe W3BOAM U

n3BefeHNTE OT aBTOpPa NMPUHOCK.

NnTtepatypHmaT 0630p (MnaBa ) cbabpxa HAKOMKO nogpasgena. BceobxeaTHo e
npoy4yeHa natoreHesara Ha NPexAeBPEMEHHOTO paxiaHe, KaTto He ca npeHebperHartu
ocHoBononarawy Tpygose ot 40-Te 1 50-Te rognHn. Cnep oueHka Ha 3HavyMMocTTa Ha
NpeXxaeBpeEMEHHOTO paXaaHe kato MeAMUMHCKM 1 couunaneH npobnem, o6CTOMHO ce
onuceaTt E€HAOKPUHHUTE U HEBPO-XyMOPasIHM MPOMEHVW B OpraHmM3mMa Ha OGpemeHHarta
XeHa. T[leTHageceT CTpaHMUM Cca TMOCBETEHM Ha CnoXHara eTuornartoreHesa Ha
NPeXaeBpPeEMEHHOTO paXAaHe, kaTto ca OnMCaHNn MHOXECTBOTO COUMa/IHA U MeOuKo-
6MONOTMYHN (PaKTOpU C akKLEeHT BbpXy WHGEeKuMMTe M CbnbTCTBaWiaTa Natosorns Ha
b6pemeHHOCTTa. ChbLHOCTTA Ha guceptauudara - buonorndara n narodmsavosiornaTa Ha
oKCuaaTMBHUA CTpec ca ob6CbAeHM Ha 12 cTpaHuuy, KaTo MNoCNegHusaT pasgen e
NMOCBETEH KOHKPETHO Ha OKCUAATUBHUTE MPOMEHM N MApPKEPUTE HA OKCUAATMBEH CTPEC y
6pemMeHHaTa xeHa. JintepaTypHusaT 0630p 3aBbpluBa ¢ 0606LEeHMA Ha NpeacTaBeHaTa
nHdopmaunsi no temata. CuMtam 4e TOli € NoAHECEeH KOMMETEHTHO W NoApo6HO, B
Ma/IKO Mo-paslimpeH OT HeobxoAMMoTOo 06emM. [MoApOo6GHOTO onucaHue Ha UANoTo
MHOXECTBO €TWONOIMYHN (PaKTopu 3a NpeexaeBPEMEHHOTO paxAaHe YyTexHsBa

U3MLLHO NTepaTyPHNS 0630p C HAKOM 0T AaBHA U3BECTHU PakTW U TEopPUU.



TnaBa Il e oTpefeHa Ha Llen n 3agaun. ®opmynmpaHa e crnegHara uen.

~4a ce ncnefBaT NMPOMEHUTE B OKCUAATUBHUA CTAaTyC B OpraHM3smMa Ha
XXEHU C MpexaeBpeMeHHO paxaaHe W ga ce Npoyyu 3HavyeHneTOo Ha Te3un
NPOMEHN U1 Ha OKCUAATUBHMTE HapylweHuMa B MaToreHesaTa Ha
npexaeBpeMeHHOTO paxgaHe.”

Llenta e B CbOTBETCTBME CbC 3arfiaBMeTo Ha Tpyga W JIOTUYHO 1O YTOYHSABA:
NMbpBOHAYA/IHO Ce u3cnegsar NPOMEHUTEe B OKCUOATUBHUA CTaTyC Ha OpeMeHHuTe, a
BMOC/EACTBME Ce TMpoyyBa 3HAYEHMETO Ha Te3u MNPOMeHW B naToreHesara Ha
npexaeBpeMeHHOTO paxaaHe. [locTaBeHWTe 5 3adaunm ca SACHA W KOHKPETHU U

crnocob6ecTBaT NOCTUraHEeTO Ha NocTaBeHaTa uen.

MaTtepnansT W MeTOAUTE Ha wu3c/efBaHe ca pasfgefieHn B Tpu
nocnegoBareniin rmaen. [naea lll o6cbxaa KMMHUYHUS MaTepuan n MeToguTe Ha
n3cnenBaHeTo My, KakTo M Xapaktepuctukata Ha o6cnefBaHnst KOHTUHIEHT BPEMEHHN 1
HebpemeHHN xeHn. O6LLo obcneasaHn ca 326 nauuMeHTKu, nekyesaHu B nepuoga 2016-
2020r., B KnuHukata no Al Ha YMBAJ1 ,, Mpodp. Ct. KupkoBny”, KbAETO AMcCepTaHTKara
pabotn. OdpopmeHn ca 4 rpynu nauyneHtkn: 1 rp. - 60 OGpemMeHHW, NeKyBaHN CbC
3annawBallo npexaeBpeMeHHO paxgaHe; 2 r1p. - 101 6GpemeHHu, poaunun
npexaespemMeHHo; 3 rp. 105 XeHwn, pogunn Ha TepMWH AOHOCeHU peua; 4 p. 60
HeOGpPEMEHHN XXEHU 3a KOHTPO/AW MpW U3cnefBaHe Ha OKCUMAATUBHUA CTpec. FACHO ca
JevHupaHn n KpuTepuuTe 3a BK/IOYBAHE WM e/IMMUHMpaHe OT npoy4ysaHeTo. 3a
uenute Ha W3cC/nefBaHETO BbLTPe B rpynute ca 060C06eHn noarpyny Mo CpoK Ha
6pemeHHOCTTa, gopofosa rpwxa u gp. MNMaumeHTknte ca obcnensaHn no yTBbPAEHN B
aKyLIepcTBOTO KIMHWUYHM (aHamMHes3a, akyllepCcko u3cnefsaHe, CKop Ha Bishop, nHaekc
Ha Papiernik) 1 napakpuHuyHun metoamn (YyNTpasBYKOBO M3CnefBaHe, kapanoTokorpadums,
nabopatopHU uscneasaHus u apyrin).

Mnasa IV Ha 5 cTpaHuuM onucBa OMOXMMUYHUA MaTepuan u crneunguyHiTe
OUOXUMUYHM  MeTOoAN  (CNEeKTPOPOTOMETPUYHN U UMYHO-EH3VHU METOAM, KakTo W
€/IeKTPOH NapamMarHUTHO pe30HaHCHa TeXHWKA), OLeHsABaLLM CBOOOAHO pajvKaioBuTe M
OKCUOATMBHN HapylleHnsi. BaxxHO e ga ce oT6enexu, 4ye nocoyeHuTe mM3cnenBaHus ca
N3BbLPLUEHN B Nnabopatopum Ha MeaumumHckm dakynteT kbM TpY - Cr1. 3aropa oOT
YTBbpAEHN cneunanuctn. druHaHcMpaHeTo e nognomMorHaTo upes lMpoekt Ne 1/ 2020r.
,OKCUOATVBHN HapyLUeHNss aHTMOKCUAAHTHA 3awujTta npyv HopMasiHa OpemMeHHOCT W
OPEMEHHOCT, YC/OXHEHA C MNpPeXAeBPEMEHHO paxpaaHe” ¢ pbkoBoguTen Aou. M

AHrenoBa, pbkoBoanTten Ha Katepgpa Al. JonbnHUTeNHaTa aTectauMs Ha CBbp3aHuA C



Avcepraumsata HayyeH MNPOEKT W aHraxumpaHocTTa Ha BOAELM Hawu crneynannctu
yBe/simyaBa TexecTTa Ha nosiydyeHuTe pesysTartu.

MnaBa V cbabpxa oOnMucaHWe Ha MoN3BaHUTE CTaTtucTMYeckn wmetoan. 3a
OCHOBHaTa cTarucTuyecka obpaboTka e u3nonssaHa nporpamara Windows 7, a 3a
AOMbNHUTENHUTE CTaTUCTUYECKM aHanm3m - SPSS 25.0. Bb3npueto e 06u4yaliHoTo

HMBa Ha 3HauymmocT P<0.05.

naBa VI onucea xapakTepuCcTUKMTE Ha M3cnefBaHUTe rpynn 6pemMeHHN, PoanIIKn
Ha HeJOHOCEHM W [OHOCEHM feua WU HEeOGPEMEHHW KOHTPO/IM U TAXHOTO BbTPELUHO
nogpasgesisHe Mo AOMb/HUTE/THU KPUTEPUW: Bb3pacT, MOPefHOCT Ha paxAaHeTo, CPOK
Ha bpemeHHoCTTa, Bishop score n ap. ToBa € M3BbPLUEHO SICHO U KOPEKTHO. Tbii KATO
cTasa BbMNPOC 3a onvcaHue Ha obcrefBaHus KOHTUHIEHT, cuMTam 4ye Mno-ygayHo 6um
6110 TO3U MaTepuan aa ce oo6ChXaa B cbCTara Ha rnasa lll, npegn cneundmnyHnTe

BUOXUMUNYHN MeTOoAN UCTaTUCTUKaTaA.

Mnaesa VII. ,,Pe3yntatn” cbabpxa 3 pasfgena, CbOTBETCTBAlLLUM HA OCHOBHUTE
rpynn obcnegsadn doaktopn. B Pasgen 1. XapakTepucTuka Ha rpynure ca OonvcaHu
OCHOBHMTE coumo-gemorpadpckm faHHU 3a OpemMeHHUTe XEeHW, OCOB6eHOoCTUTE Ha
aKkylwepckuss UM cTatyC W [aHHuM OT CcTaHgapTHuTe nabopaTopHu wu3cnefBaHus:
Xemorno6uH, neskountn n CRP. lMpn xemorno6uHa un NEBKOLMTUTE He ce ycTaHoBsBaT
3HauUMMK  pas3iMkm B obcnedBaHuTe rpynu. [poTMBHO Ha TOBa, B TIpynuTe Ha
3annawsallo W OCbLECTBEHO MPEXAEBPEMEHHO paxdaHe, € Hamue 3Ha4Yumo
yBenuuasaHe Ha CRP, makap v B pamkute Ha pedepeHTHWUTe cTonHocTwu. [pasu ce
B&XHUAT KIMHUYEH K3BOA, 4Ye CToHOCTU Ha CRP > 4.9 mg/l, paxe 6e3 HamMumeTo Ha
OPYTU KIIMHUYHU U Napak/IMHUYHM JaHHW 3a BbTPemMatoyHa WHGeKUnsa ca CUrHasiHu 3a
MOBULLEH PUCK OT NPEXAEBPEMEHHO paxaaHe.

Pasgen 2. Cbabpxa eceHUusTa Ha OUCepTauuoHHUA Tpyn - cO6CTBEHUTe
pe3yntatn OT u3cniefBaHeTO HMBaTa Ha CBOOOOHUTE pagvkasin U OKCUOATUBHUA
cTpec. locnepoBaresiHO ce NpPeAcTaBAT AaHHUTe 3a:

e [lpoAyKT Ha NUNUAHOTO OKUC/IEHNE

* [MpogykTy Ha 6eNTbYHOTO OKMUC/IEHME - MPOTEUH KApPOOHW/THO ChAbpXaHue
e OxkucnutenHo AHK yBpexgaHe

* AKTMBHOCTTa Ha eH3uma Cyrnepokcug gucmyrasa

* KartasiazHa aKTUBHOCT

e AKTMBHOCT Ha BbTPEKIETbYHUSA [/TyTaTUOH

e AKTMBHOCT Ha BbTpek/eTbuyHaTa rpyTaTvoH nepokcmaasa



e AKTMBHOCT Ha TOTa/IHUA aHTMOKCUOAHTEH KanauyuteT

* HwuBa Ha ackopbaTHu pagukasiv, peakTUBHW KWUC/TOPOAHW BWUAOBE W a30THU
pagukann nsmepeHn ypes EPR cnektpockonus

MpaBu W3KNKYATENHO A06pPO BNeyat/ieHVe LWMPOKUAT Habop OT cneundnyHmn
cybcTpatn, noabpaHn 3a OueHKa Ha okcuaatuBHuS cTpec. OnoBecTeHWTe pesyntaTu
camu o cebe cv UmaT HayyHa CTOMHOCT, Aaxe 6e3 fa 6bJaT cpaBHSABaHU B OTAE/HUTE
rpynu obcnefsaHn nauveHTkU. Tasn HayyHa CTOMHOCT Ce NoBULlaBa MHOIOKPaTtHO OT
npeAcTaBeHNTe CTATUCTUYECKU 3HAYMMW Pas/IvKM B HMBATa Ha yrnomeHaTute dhaktopu
Mpu KOHTPONNTE, OPEMEHHV CbC 3aniawBallo MNPeXxAeBPeEMEHHO paxdaHe W >XEeHW
poOAMNN  HEeOOHOCEHW WM  [OHOCEHW pfeua. 3HauimuTe pesyntartv, [okassalliu
MPOMEHEHNTe CTOMHOCTM Ha Te3n nokasaTtenu npu 3annalwBalio 1 oule nosevye npu
OCBLLIECTBEHO MNPEXAEBPEMEHHO paxaHe ca MHOrobpoiHW, KaTo Hai-BaxHute ca: 1
lMOHWKeHNTEe HMBA Ha aHTUOKCUAAHTHUTE EH3UMW - EepUTPOLUTHU CymnepoKcug
AVcMyTasa U Katanasa, KakTo U TOTaUTHUS aHTUOKCUMAAHTeH KanaumTeT. 2. MoHWKeHeTo
Ha ackopbaTHute pagvkann. 3. LLecTkpaTHO MOBMLUEHME HA HMBATa Ha pPeakTVBHUTE
KMC/OPOAHN M a30THW BWUZOBE MpW rpynara nauveHTu C npexaeBpeMeHHO paxiaHe B
CpaBHeHVe C HebpeMeHHWUTe KOHTponu. [1o HeABYCMMUC/IEH HauMH Cce [oKasBa u4e
npexaeBpeMeHHOTO paxjaHe e CBbp3aHO C akTUBMpPaHe Ha NPOOKCUAAHTHUTE dhakTopu

n n3towaBaHe Ha aHTUOKCMAaHTHaTa CMCTEMa Ha OopraHn3ma.

O6ecbxaaHeTo Ha pesynTtatute e npegctaBeHo B nasa VIl Cnegsa ga ce
oTbesniexu, ye rosiAMa 4yacTt OT O6CbXAaHETO e Beye MpPoBefeHO MpPU ONnoBecTABaHe Ha
COGCTBEHUTE pe3ynTatM W CpaBHABAHETO MM C Te3n Ha [Apyry u3cnegoBarenu.
OueBUgHO €, Ye ToBa € No-yAoOHO, Tbil KaTo ce n3bsrea LOCALHOTO MOBTOPEHWE Ha
cob6CTBEHUTE pe3ynTaTtn B ABeTe OTAesHU rnasu. Bce no-4ecto B npakTukarta Ha
N3roTBsiHE Ha gUceTpauMOHHM TPYyAOBE Y Hac, COOCTBEHUTE pesysiTaTtu U 00CbXAaHeTo
ce obeguHABaT B obwa rnasa ,Pesyntatn n obcwxgaHe”. B cnyyas npyemam rnasata

,O0CbXaaHe Ha pe3ynTaTtuTe” KaTo NPoAb/HKEHME U YTOUYHEHUE Ha NpejulHaTa rnasa.

MnaBa IX ,M3Bogn” cobabpxa 6 wu3BO4a, MOKasBallM W3MNBL/HEHMETO Ha
rnoctaBeHUTe 3agadn, a oTrtam W Ha 3ajajeHarta B auceptaumata uen. Mssog Ne 2
AehnHnpa 6peMeHHOCTTa Kato nepuog Ha no-HanperHat OKUC/UTENHO-pedyKUMOHEH
6anaHc, a wu3Bog Ne 3 yTouHsABa pakTa, uYe nMpU XKeHUTe 3acTpalleHn oT
npexaeBpeMeHHO paxgaHe e Hanvue 3abaBeHa aHTuMokcupgaums. OTTYK JIOTMYeH e
n3gog Ne 5, cnopep KOMTO aHTMOKCMAAHTHaATa Tepanus BEPOSITHO LLE Ce Has/loXM KaTo

CbCTaBHa 4acCT OT /iIe4eHNeTo " I'IpOCbI/II'IaKTVIKaTa Ha NpeXxaeBpeEMEHHOTO pakaaHe.



CwbrnaceH cbm ¢ onucaHute B Nnasa X npuHocu. OCO6EHO LieHHU ca NpUHOCUTE C
OpUrMHasIeEH XapakTep, Kacaelwy HuBaTa U CbOTHOLUEHMETO Ha OCHOBHWTE rMokasaresnu
Ha OKCUAATUBHUAT GasiaHC NPU HOpMasiHa 1 3acTpalleHa OT NpexaeBpeMeHHO paxjaHe
6pemeHHocT. [-p Konesa-Kopkenua e oTpaswnia camo efuH MPUHOC C MNpakTU4ecko
3HauyeHue - cToliHocTMTe Ha CPI, curHanmusvpawy onacHoCT OT nNpexaeBpeMeHHO
paxgaHe. be3 CbMHeHVE uvMa W Opyr BaXXeH [MpakTUYecKyn MpPUHOC, CBbp3aH C
ynomeHaTtns u3Bog Ne 5 - oTBapsa ce XOPWU3OHT 3a MNpoyyBaHe, a M MpakTUYecko
MPWIOXEHNEe Ha aHTMOKCUOAHTHaTa Tepanua 3a JledyeHne U npodpunaktuka Ha

npexaeBpeMeEHHOTO paxaaHe.

ABTOpPbLT nMpeacTaBs  4YeTvpu  Ny6nvkauun, CBbp3aHM C Temata Ha

AMcepTauMoHHNS TPy, OT KOWTO 2 ca B YyXAeCcTpaHHM cnucaHus, a 3 ca c IF.

KputnyHmte Mn GenieXxkn ca Maslko U ca U3/I0KEHU B TEKCTa Ha peleH3nsaTa B
WpudrT italic. Te He NoBNUABAT BUCOKOTO KAYeCTBO Ha MpefsioXeHUAT ancepTaunoHeH
TPpyL, OCBeT/sBal, MNPOMEHWUTEe B OKCupaTuBHus 6GanaHc npu OGpemMeHHW - efuH

HeuscneaBaH PeHOMEH, BNMsiell, BbpXy puUcka OT NpexaeBpeMeHHO paxaaHe.

Cuntam, 4e npencTaBeHUAT gucepTaymMoHeH Tpyh MWMa KadectBa WU
[OCTOMHCTBa, nNpejgnonarawiy ycnewiHa 3awura v nocnensawo MnpucbhbxgaHe Ha
[-p Nnnana MuxannoBa Konesa-Kopkenna Ha o6pasoBarenHara 1 Hay4yHa CTeneH
“NoKTop”.

06.06.2022T. Jou. a-p Xpucto Mymmkmes, am)
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About choosing the topic.

The development of obstetric science and practice in recent years has a pronounced
perinathological focus, with a focus on providing an intra-womb environment ensuring
normal growth and development of the foetus - guarantee of the birth of a healthy and fully
developed child. Among the perinathological problems stands out one, of particular medical
and social importance - the preterm birth. The reasons for the scientific and practical interest
in this issue are numerous, but several are leading: 1. The average incidence of prematurity in
the world lingers for many years without dynamics - about 11%. In less developed countries,
it reaches 18%, as the leading cause of preterm birth are perinatal infections. 2. In highly
developed countries also act factors, preventing the lowering of prematurity below 6-7 %,
namely: increases the age of expectant mothers; assisted reproduction methods are applied on
a large scale; the number of pregnant women with diabetes and metabolic syndrome, etc. is
increasing. 3. Last but not least, account should also be taken of the increased possibilities of
modem neonatology, supporting the experience and development of even extremely immature
children. Public sentiment is created, requiring more and more insistence from us medics, the
result of working on biological survival limits. Described, many other reasons will probably
keep preterm birth for many more years in the focus of scientific searches. Especially relevant
are multidisciplinary studies illuminating perinathological problems with the methods of
fundamental biology, biochemistry, genetics, etc. Such is the current work, in which the lead
researcher Dr. Llana Koleva-Korkelia uses the help of a diverse team of specialists
(biologists, biochemists, etc.) and a variety of laboratory-instrumental methods of research,
possible only in university scientific bases. This dissertation “The role of oxidative
disorders in the pathogenesis of preterm birth” examines the divergent influences on
pregnancy of a pathological, general biological phenomenon, such as oxidative disorders.
We are presented with a multilayered scientific problem, entangling the diverse pathological
effects of oxygen and nitrogen radicals in the complex and not yet completely clear
pathogenesis of premature birth. What has been said so far defines the topic of the current
dissertation, developed by Dr. liana Koleva-Korkelia, as relevant and of significant practical



value. The highlights of this scientific work are: 1. The description of the different types of
oxygen and nitrogen radicals, their formation, pathological action and inactivation. 2. The
study of antioxidant protection in the body of pregnant woman: superoxide dismutase and
catalase activity, glutathione and glutathione peroxidase activity. 3. The description and
examination of markers of oxidative stress during a normal and complicated pregnancy:
nitrites, nitrates, protein carbonyl content and total antioxidant capacity. 4. The
administration of electrone paramagnetic resonance to assess the oxidative status of premature
birth. These themes are developed after a detailed analysis of the known pathophysiological
mechanisms that unlock preterm birth.

Volume of work. The dissertation contains 176 pages. The literary overview covers 47
pages - 27% of the total volume, chapter "Results" is 40 pages or 22% of the total volume,
followed by a discussion of the results on 26 pages. The bibliography includes 277 titles. Of
these, there are 25 in Cyrillic, 11 of which are of Bulgarian authors. 6 Bulgarian authors have
been quoted, published in the last 5 years. Among the Bulgarian publications, only two are
dedicated to oxidative stress and antioxidant protection - the topic has not been developed in
our country, much more so in pregnant women. Ofthe 14 publications in Russian, only 2 are
dedicated to this problem. The topic of oxidative stress is more widely covered in publications
in English and French, with over 85 sources described. The literature used is contemporary,
with 103 out of 277 publications (37%) from the last 5 years. The referenced foreign data is
correctly related to the names of their authors and when checked they are located in the
databases. The use of Russian and two Western languages allows the dissertant to explore in
addition to literature in English and numerous articles published in French and Russian
editions. The results are described in detail, correctly emphasizing the graphical presentation
of the results, 52 colored figures illustrating data exported in 16 tables. The three annexes
show the used "Questionnaire”, "Informed Consent Form™ and "Papiemik Score", describing
the risk of premature birth. The abstract is 68 pages long and structured according to the
requirements. It reflects plausible and complete research with the conclusions drawn and the
contributions made by the author.

The Literary Review (Chapter 1) contains several subsections. All-encompassing
pathogenesis is taught on prematurely, are not to neglected the basics of labor from the 40s
and 50s. Trace assessment of significance on prematurely wound as medical and social
problems, Status are described in detail the endocrines and neuro-humorous changes in the
body of a pregnant woman. Fifteen pages are devoted to complicated ethiopathogenesis of
premature birth, as described a multitude of social and medical-biological factories with an
emphasis on infection and pathology of the pregnancy. The essence of dissertation - the
biology and the pathophysiology on oxidative stress are discussed on 12 pages, such as the
last section is highlighted specifically on oxidative changes and markers of oxidative stres in
body of pregnant woman. The literary review ends with summaries of the information
presented on the subject. | believe that it is presented competently and in detail, in a slightly
larger volume than the required volume. The detailed description of the entire multitude of
etiological factors for preterm birth unnecessarily aggravates the literary review with some
long-knownfacts and theories.



Chapter 11 is assigned to Purpose and Tasks. The following objective is formulated:
"To study changes in oxidative status in the body of women with preterm birth and

to study the importance of these changes and oxidative disorders in the pathogenesis of
preterm birth."

The goal is in accordance with the title of work and logically specifies it: initially,
changes in the oxidative status of pregnant women are examined, and subsequently the
importance of these changes in the pathogenesis of preterm birth is studied. The 5 tasks set are
clear and specific and help achieve the objective set.

The material and methods of examination are divided into three consecutive
chapters. Chapter Il discusses the clinical material and the methods of its examination, as
well as the characteristics of the surveyed contingent of pregnant and non-pregnant women. In
total, 326 patients treated between 2016 and 2020 were investigated, at the Clinic of
Obstetrics and gynecology of the UMHAT “Proff. St. Kirkovich” where the MD student
works. 4 groups of patients are formed: 1 group - 60 pregnant women treated with threatening
premature birth; 2 group - 101 pregnant women who gave birth prematurely; 3 group - 105
women who gave birth to full-term children; 4 group - 60 non-pregnant women for controls
when examining oxidative stress. The criteria for inclusion or elimination from the study are
also clearly defined. For the purposes of the study inside the groups are distinct subgroups by
term of pregnancy, prenatal cares, etc. Patients were examined by approved in obstetrics
clinical (anamnesis, obstetric examination, Bishop score, Papiemik index) and paraclinical
methods (ultrasound examination, cardiotocography, laboratory tests, etc.).

Chapter IV of 5 pages describes biochemical material and specific biochemical
methods (spectrophotometric and immuno-enzime methods, as well as electron paramagnetic
resonance technique), evaluating radical and oxidative disorders. It is important to note that
these studies were carried out in laboratories of the Medical Faculty at the Trakia University -
Stara Zagora of established specialists. The funding was supported through Project No 1/
2020 "Oxidative disorders and antioxidant protection in normal pregnancy and pregnancy
complicated by premature birth" headed by Ass. proff. M. Angelova,MD - Head of the
Department of Obstetrics and gynecology. The additional attestation of the dissertation-

related scientific project and the engagement of our leading specialists increases the weight of
the results obtained.

Chapter V contains a description of the statistical methods used. For the main
statistical processing, the Windows 7 program was used and for additional statistical analyses
—SPSS 25.0. The usual levels of significance P<0.05 have been adopted.

Chapter VI describes the characteristics of the test groups of pregnant women who have
recently given birth to full-term birth and premature children and non-pregnant controls and their
internal  subdivision according to additional criteria: age, order of birth, duration of pregnancy,
Bishop score, etc. This has been done clearly and correctly. As this is a description of the audited
contingent, | believe that it would be more appropriate to discuss this material in the composition of
Chapter 111, before biochemical methods and statistics.



Chapter VII. Results contains 3 sections corresponding to the main groups of
investigated factors. In Section 1. The characteristics of the groups describe the main
socio-demographic data for pregnant women, the specificities of their obstetric status and data
from standard laboratory studies: haemoglobin, leukocytes and CRP. In hemoglobin and
leukocytes, no significant differences were found in the investigated groups. By contrast, in
groups of threatening and carried out preterm birth, significant increase in CRP, albeit within
the reference values. The important clinical conclusion is that CRP values > 4.9 mg/1, even
without the presence of other clinical and paraclinical data on intrauterine infection, signaling
increased risk of preterm birth.

Section 2. Contains the essence of the dissertation work - the own results of the
study levels of free radicals and oxidative stress. The data shall be submitted
sequentially for:

e Lipid oxidation products

e Protein oxidation products - protein carbonyl content
» Oxidative DNA damage

e The activity of the enzyme superoxide dismutase

» Catalase activity

» Intracellular glutathione activity

» Activity of intracellular gluthatione peroxidase

e Activity oftotal antioxidant capacity

Levels of ascorbatic radicals, reactive oxygen species and nitrogen radicals measured
by EPR spectroscopy

Makes an extremely good impression on the wide range of specific substrates selected
for the assessment of oxidative stress. The published results in themselves have scientific
value, even without comparison in the individual groups of patients surveyed. This scientific
value is repeatedly increased by the statistically significant differences in the levels of the
mentioned factors in the control group, pregnant women with threatening preterm birth and
women , who gave birth to premature and full-term babies. The significant results proving the
changed values of these indicators in the case of threatening and even more so in the case of
premature birth are numerous, the most important being: 1 Decreased levels of antioxidant
enzymes - erythrocyte superoxide dismutase and catalase, as well as total antioxidant
capacity. 2. The decrease in ascorbatic radicals. 3. Sixfold increase in levels of reactive
oxygen and nitrogen species in the group of patients with preterm birth compared to non-
pregnant controls. It is unequivocally proven that premature birth is associated with activation
of prooxidant factors and exhaustion of the antioxidant system of the body.

The discussion on the results is presented in Chapter VIII. It should be noted that
much of the discussion has already taken place when disclosing their own results and
comparing them with those of other researchers. Obviously, this is more convenient, since the
annoying repetition of the own results in the two separate chapters is avoided. Increasingly, in
the practice of drawing up dissertation works in Bulgaria, own results and discussion are



combined into a common chapter "Results and discussion”. In this case, | accept the chapter
"Discussion of results" as a continuation and clarification of the previous chapter.

Chapter IX "Conclusions" contains 6 conclusions showing the performance of the
tasks assigned and thus the purpose set in the dissertation. Conclusion No 2 defines pregnancy
as a period of more tense oxidation-reduction balance and conclusion No 3 specifies the fact
that women are at risk of premature birth with delayed antioxidation. Hence logical
conclusion No 5, according to which antioxidant therapy is likely to be necessary as an
integral part of the treatment and prevention of premature birth.

I agree with the contributions described in Chapter X. Particularly valuable are the
contributions of an original nature concerning the levels and ratio of the main indicators of the
oxidative balance in a normal and threatened pregnancy from premature birth. Dr. Koleva-
Korcelia has covered only one contribution of practical importance - the values of the CRP,
signaling the danger of premature birth. There is no doubt that there is another important
practical contribution related to the said conclusion No 5 - a horizon for study opens, as well

as a practical application of antioxidant therapy for the treatment and prevention of premature
birth.

The author presents four publications related to the theme of the dissertation work, of
which 2 are in foreign journals and 3 are with IF. My critical notes are few and are set out in
the review text in italic font. They do not affect the high quality of the proposed dissertation
work, illuminating changes in oxidative balance in pregnant women - unexplored
phenomenon affecting the risk of preterm birth.

I believe that the presented dissertation has qualities and merits that imply
successful defense and subsequent award of the education and scientific degree
“Doctor”.
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